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recurrence of UTI within 3 months due
to the same organism was frequent
after fosfomycin use, this may be more
related to host factors such as immu-
nosuppression and comorbid conditions
(e.g., upper UTI, diabetes, and genito-
urinary abnormalities) than poor efficacy
of fosfomycin. However, fosfomycin sus-
ceptibility testing was not performed
and there was significant variability in
fosfomycin dosing frequency and dura-
tion. These medication-related factors,
in addition to possible unknown drug
interactions, could have contributed to
failure of therapy. It is unclear whether
other antimicrobial agents would have
been more effective at preventing re-
currences, but it is notable that new in-
fections occurring within 3 months after
fosfomycin therapy were generally due
to more susceptible organisms.

A recent single-center study also
looked at fosfomycin outcomes after
treatment for UTIs due to MDR or-
ganisms, including vancomycin-resistant
Enterococcus (9). Of the study’s 41 pa-
tients, 15 were solid organ transplant
recipients. In vitro testing revealed that
most isolates (86% overall) were suscep-
tible to fosfomycin. The microbiologic
cure rate with fosfomycin was 59% and
it correlated with susceptibility testing.
This rate is higher than in our study,
but the criteria for microbiologic cure
were less stringent, as only a negative
urine culture at the end of therapy and/
or no relapse or reinfection at 30 days
was required. It is not clear how many
patients actually had follow-up urine
cultures beyond the end of therapy. Only
33% (5 of 15) of the solid organ trans-
plant recipients experienced microbio-
logic cure and 27% of patients received
combination antimicrobial therapy. Fre-
quency of fosfomycin dosing was not
noted (9).

Limitations of our study include
the retrospective nature, small number
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of patients, lack of fosfomycin sus-
ceptibility data, and variability in fos-
fomycin dosing. However, the use of
fosfomycin appeared safe and some
patients were able to clear their infec-
tion, thus avoiding toxicity and com-
plications associated with parenteral
therapy. In addition, subsequent infec-
tions were often due to more susceptible
organisms. It is likely that fosfomycin
will be increasingly prescribed as an oral
option for treatment of UTIs due to
MDR organisms; however, its efficacy of
31% reflects the need for more potent
oral options to treat MDR UTIs. Pro-
spective studies that involve larger num-
bers of subjects are needed to evaluate
which patients, if any, may benefit most
from fosfomycin treatment and to es-
tablish the optimal dosing frequency and
duration of therapy.
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Lymphocytic Lymphoma/Chronic Lymphocytic Leukemia
in a Solid-Organ Donor: An Unestablished Risk In

ymphocytic lymphoma/chronic lym-
phocytic leukemia (LL/CLL) is the

most frequent malignant lymphoprolif-
erative disorder in the elderly in western
countries. A family history of LL/CLL is

Elderly Donors

one of the main risk factors. More
than half of the patients are diagnosed
casually in initial asymptomatic phases
of the disease (1, 2). The clinical course
is heterogeneous, usually with a slow

evolution. New molecular prognostic
markers, such as CD38 expression, have
been associated with a more aggressive
course (3). Autopsy studies have shown
that I).
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We report the first case to our
knowledge of a solid-organ donor with
LL/CLL undetected at the time of organ
procurement, whose allografts were im-
planted in three recipients.

The donor was a previously healthy
74-year-old Caucasian male who expe-
rienced brain death secondary to is-
chemic stroke in February 2010. The
donor was evaluated as per protocol
and no relevant or suspicious signs of
malignancy were noted. After obtaining
the family’s consent, the liver and both
kidneys were removed. The liver was
implanted at one hospital and the two
kidneys were implanted at a different
center, both hospitals different to that
where the organs were removed.

At the hospital where the renal
transplantations took place, before trans-
plantation, an allograft wedge biopsy was
performed in both kidneys due to the
age of the donor. The usual histologic
analysis showed no significant altera-
tions contraindicating transplantation.

The kidney transplant recipients
were two women aged 66 and 71 years
with end-stage renal disease secondary
to lupus nephropathy and unknown
cause, respectively. The immunosuppres-
sive therapy included induction with
anti-CD25 antibodies, tacrolimus, myco-
phenolate mofetil, and steroids. The post-
transplantation course was satisfactory
in both cases.

The liver recipient was a 62-year-
old man with end-stage liver failure
secondary to hepatocarcinoma. While
reviewing the liver graft before implan-
tation, an adenopathy was detected. The
urgent histologic analysis was compati-
ble with reactive hyperplasia without ma-
lignancy. The liver transplantation was
performed, and the patient received im-
munosuppressive therapy with steroids,
tacrolimus, and mycophenolate mofetil,
showing a good evolution.

The histologic examination of the
lymph node was extended and the final
diagnosis, 4 weeks after the transplanta-
tions, was infiltration by LL/CLL without
CD38 expression. The pretransplantation
renal biopsies were reviewed and the
immunohistochemical study revealed a
focal monoclonal infiltration of CD20",
CD23", and CD5" lymphoid cells com-
patible with LL/CLL.

The therapeutic options were
widely discussed by a multidisciplinary
medical team and communicated to
the patients who signed an informed

consent. The management strategy fi-
nally adopted included (i) retaining the
allografts grafts considering the post-
transplantation time already passed and
the absence of molecular markers of
poor prognosis, (ii) reducing the immu-
nosuppressive therapy, and (iii) per-
forming an extensive study to rule out
transmission of the disease to the re-
cipients. Kidney graft and bone marrow
biopsies, chest, and abdomen com-
puted to mographic studies, and periph-
eral blood immunophenotypic analysis
showed no alterations. At the time of
writing, the patients had functioning al-
lografts. They underwent thorough reg-
ular examinations, including imaging and
immunophenotyping studies on blood
cells, which have not as yet revealed any
evidence of transmission of a lympho-
proliferative disorder.

The prevalence of LL/CLL in-
creases with age, reaching 5% in 60- to
89-year-old persons (4). Three cases of
transmission of LL/CLL from stem cell
donors have been described (2, 4, 5). In
all three, the diagnosis was performed
late (2, 4, and 9 years after transplanta-
tion), when symptoms appeared. How-
ever, no cases involving solid-organ
donors have been reported so far, and
no information is available about the
risk of transmission and the posttrans-
plantation evolution in this situation.
The risk of transmission is probably less
in solid-organ donors than in stem cell
donors. However, as the disease seems
to develop several months or years after
transplantation, cases of transmission
of LL/CLL in solid-organ recipients may
have been erroneously diagnosed as lym-
phoproliferative disorders of recipi-
ent origin.

To date, we have observed no re-
lapse of the disease. Graft removal sev-
eral weeks after transplantation would
not have prevented the possible trans-
mission of lymphoid cells, so we chose
a conservative approach maintaining the
grafts and reducing the immunosup-
pression. We also monitor the patients
closely and will continue to do so over
the long term given the risk of late ap-
pearance of LL/CLL.

Considering the increasing donor
age, the unnoticed transmission of these
hematologic disorders may represent an
as yet unestablished risk. The need for
a more thorough screening of elderly
stem cell donors is already being called
for (2, 4, 5). In elderly solid-organ living
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donors, it may also be convenient to in-
clude in their evaluation more sensi-
tive methods for the diagnosis of this
occult hematologic disease.

1
1
1

Rocio Collantes

Auxiliadora Mazuecos

Teresa Garcia

Miguel Angel Gomez-Bravo

Juan Manuel Pascasio

Francisco Javier Capote

Pablo Castro

! Department of Nephrology

Hospital Puerta del Mar

Cadiz, Spain

% Department of Liver Transplant Surgery
Hospital Virgen del Rocio

Sevilla, Spain

? Department of Hematology

Hospital Puerta del Mar

Cadiz, Spain

* Andalusian Transplant Coordination Centre
Sevilla, Spain

2
2
3
4

The authors declare no funding or conflicts
of interest.

Address correspondence to: Auxiliadora Mazuecos,
M.D., Renal Transplant Unit, Department of
Nephrology, Hospital Puerta del Mar, Avenida
Ana de Viya 21, 11009 Cadiz, Spain.

E-mail: mauxiliadora.mazuecos.sspa@juntadeanda
lucia.es

Received 25 April 2013.

Accepted 29 April 2013.

Copyright © 2013 by Lippincott Williams & Wilkins

ISSN: 0041-1337/13/9603-e14

DOI: 10.1097/TP.0b013e3182997d11

REFERENCES

1. Dierickx D, De Rycke A, Vandenberghe P,
et al. Recipient-derived chronic lympho-
cytic leukaemia diagnosed shortly after
kidney transplantation on protocol biopsy.
Nephrol Dial Transplant 2009; 24: 3886.

2. Flandrin-Gresta P, Callanan M, Nadal N,
et al. Transmission of leukemic donor
cells by allogeneic stem cell transplanta-
tion in a context of familial CLL: should
we screen donors for MBL? Blood 2010;
116: 5077.

3. D’Ythurbide G, Dierickx D, Hertig A.
Chronic lymphocytic leukemia in kidney
recipients. Am J Transplant 2011; 11: 867.

4. Nahi H, Jansson M, Sander B, et al.
Transmission of chronic lymphocytic leu-
kaemia from a blood stem cell sibling
donor to the recipient. Br ] Haematol 2008;
143: 751.

5. Ferrand C, Garnache-Ottou F, Collonge-
Rame MA, et al. Systematic donor blood
qualification by flow cytometry would
have been able to avoid CLL-type MBL
transmission after unrelated hematopoietic
stem cell transplantation. Eur ] Haematol
2012; 88: 269.

Copyright © 2013 Lippincott Williams & Wilkins. Unauthorized reproduction of this article is prohibited.



